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Abstract 

Introduction and importance: Non-vitamin K antagonist Oral Anti-Coagulants (NOACs) have emerged as an effective 
treatment for thromboembolic events with a reduced bleeding risk compared to traditional anti-vitamin K drugs. However, 
their role in managing antiphospholipid antibody syndrome remains a subject of debate. 

Case presentation: We present the case of a 48-year-old man with a history of pulmonary embolism and a right cavitary 
thrombus, who was receiving treatment with a new-generation anticoagulant. Despite this treatment, he exhibited resistance, 
prompting further investigation that led to the diagnosis of antiphospholipid antibody syndrome. 

Clinical discussion: Our clinical case highlights the importance of routinely screening for antiphospholipid syndrome, 
especially when it coexists with lupus, due to the potential ineffectiveness of NOACs. 

Conclusion: This case underscores the necessity of considering alternative treatment strategies in individuals with 
antiphospholipid antibody syndrome, particularly when traditional anticoagulants prove inadequate, even when lupus is 
concurrent. 
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Abbreviations: NOAC: Antagonist Oral Anti-Coagulants, APS: Antiphospholipid Antibody Syndrome, INR: Index 
National Ratio, LV: Left Ventricle 


Introduction to antiphospholipid antibody syndrome (APS) require 


Non-vitamin k antagonist Oral Anti-Coagulants (NOACs) lifelong treatment with wafarin with an index national 


represent a new class of anticoagulants that offer patients a ratio(INR) target of 2 to 3. The hope of a therapeutic 


simpler daily life with less complicated monitoring [1]. They alternative has recently increased with the arrival of 


have demonstrated their efficacy in the treatment and NOACs, however several clinical cases reported in the 


prevention of thromboembolic events while decreasing the literature have objectified a thrombotic recurrence in 


risk of bleeding compared to anti-vitamin K (VKA) drugs patients treated with NOACs in the context of APS. 


[2]. Patients with venous thromboembolic disease secondary This is a case of a 48-year-old Moroccan man, followed for 
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pulmonary embolism under well-conducted NOACs 
treatment, who developed a right atrial thrombus revealing a 
secondary APS. 

Patient and observation 

We report a case of a 48-year-old Moroccan patient, 
followed for a_ scleroderma-lupus overlap syndrome 
complicated by pulmonary fibrosis for 3 years on 
mycophenolate mofetil. The patient presented a pulmonary 
embolism for 2 months treated with rivaroxaban 20mg/day 
with good compliance. He was admitted to the emergency 
room with right heart failure and oedemato-ascitic syndrome 


that had been evolving for 1 month prior to his admission, in 


a context of apyrexia and preservation of his general 


condition. The clinical examination on admission revealed a 
patient with respiratory distress, respiratory rate of 30cpm 
and saturation of 88% in free air, bilateral lower limb 
oedema reaching the ankles and moderate ascites with 
jugular vein turgor. He was hemodynamically stable with an 
arterial pressure of 110/70 mmHg and a heart rate of 95beats 
per minutes. The rest of the clinical examination showed 
signs in favor of his overlap syndrome. The EKG performed 


shows a complete right bundle block with S1Q3 and 


secondary repolarization disorders (Figure 1). 


Figure 1: Complete right bundle block on EKG 


On echocardiography, we found a very dilated right 
ventricle (basal diameter = 51 mm, right ventricle/left 
ventricle (LV) ratio >1), crushing the LV, hypertrophied 


(free wall = 7mm) in longitudinal systolic dysfunction 


(systolic excursion of the tricuspid annulus at 14mm). The 
right atrium was dilated, with echogenic material attached to 


its floor, serpiginous, very mobile (Figure 2). 


— 
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Figure 2: Arrow represent mobile serpiginous thrombus in the right atrium 
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Severe tricuspid insufficiency due to coaptation failure of 
the tricuspid cusps, estimating systolic pulmonary arterial 
pressures at 60mmHg. The biological workup showed 
positive ultrasensitive troponins at 132ng/l, the ionogram 
and the blood count were without particularities. The SAPL 
workup showed the presence of circulating lupus-type 
anticoagulant antibodies, and the level of anti-cardiolopin 
and anti-B2 glycoprotein antibodies was high. 

Management was hospitalization in a cardiac intensive care 
unit, oxygen therapy weaned after 3 days. The NOACs were 
stopped and replaced by low-molecular-weight heparin at a 
curative dose of 0.6, 1 subcutaneous injection twice a day. 
Treatment with VKAs was started as soon as APS was 
confirmed, combined with a low dose of loop diuretics. 
Immunosuppressive therapy was continued. 

Evolution after one week was favorable, clinically by 
regression of edema, ascites and improvement of respiratory 
function and echographically by improvement of right 
ventricular systolic function (systolic excursion of the 
tricuspid annulus to 18mm) and a decrease of pulmonary 
arterial pressure values to 30 mmHg. The patient was 
declared discharged with follow-up in the cardiology 
department and internal medicine. At the last check-up 2 
months after the pulmonary embolism, there was a 
disappearance of the intracavitarythrombus which 


responded well to VKA treatment. 


Discussion 

APS is an autoimmune disease characterized by the 
occurrence of venous or arterial thromboembolic events 
and/or obstetrical complications (repeated miscarriages 
and/or later complications of pregnancy), and the presence, 
on at least two occasions, three months apart, of antibodies 
called antiphospholipid antibodies (lupus-type circulating 
anticoagulant, anti-beta2-glycoprotein antibodies, 
anticardiolipin antibodies) [3]. VKAs represent the mainstay 
of long-term anticoagulant treatment of thromboembolic 
events secondary to APS with an INR target of 2 to 3 [4]. 
The new oral anticoagulants include  dabigatran, 
rivaroxaban, apixaban and edoxaban . These agents have the 


advantage of few erdietary and drug interactions than 


wafarin, which facilitates patient monitoring, in addition to 
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their efficacy, which has been demonstrated in large clinical 


trials [5,6]. However, the use of OADs in this indication has 
been questioned following several cases of therapeutic 
failure and thromboembolic recurrence [7]. In a review of 
the literature published by Dufrostin 2016, out of 122 cases 
of APS under NOACs, 19 developed thrombotic 
recurrences, particularly in cases of positivity of the three 
antibodies [8]. Signorelli also published a series of 8 cases 
of thrombotic recurrence in patients put on rivaroxaban 
following an APS, concluding that NOACs should not be 
recommended for patients with APS [9]. Win and Rodgers 
reported 3 cases of thrombotic recurrence on rivaroxaban 
and dabigatran following an APS. 

These studies are consistent with the case of our patient who 
presented an embolic recurrence with an intra-OD thrombus 
under well-conducted NOAC treatment with a positive lupus 
circulating anticoagulant in the SAPL work-up. 

In contrast, the RAPS clinical trial comparing rivaroxaban 
with VKA in thrombotic events secondary to APS with or 
without systemic lupus erythematosus concluded that 
rivaroxaban was not inferior to VKA [11]. This study was 
criticized by Dufrost because the number of patients did not 
allow for statistically significant results and also because 
there were not enough high-risk patients defined by the 
positivity of the three antibodies, the presence of arterial 
thrombosis, or recurrent venous thrombosis. 

The ineffectiveness of NOACs compared to VKAs in this 
indication may be explained by the fact that VKAs work by 
inhibiting several factors in the coagulation cascade, and in 
patients with APS who have triplepositive antibodies or very 
high concentrations of antibodies, inhibition of a single 


factor may not be effective [7]. 


Conclusion 

The use of direct oral anticoagulants in the treatment of 
thromboembolic events in patients with APS should be 
avoided, given the number of thrombotic recurrences 
reported in the literature. Our clinical case supports these 
results, and also to remind the interest of systematically 


searching for APS in lupus patients with thrombotic disease. 
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